We report four patients (two children, one adolescent, and one adult) having normal small bowel mucosa shown on a biopsy specimen taken before the initial diagnosis of coeliac disease was made. The first biopsy was undertaken in two cases because of suspected malabsorption, in the third because of suspected dermatitis herpetiformis, and in the fourth as part of a coeliac disease family study. After a further 2-6 to 9 years on a diet containing gluten, small bowel villous atrophy with crypt hyperplasia compatible with coeliac disease was found on a second biopsy specimen. The HLA type of the patients was that typical for coeliac disease; all were DR3 positive. Within the families three other patients with coeliac disease have been diagnosed, two earlier and one at the time the first biopsy was undertaken. Four other HLA-DR3 positive haploidentical first degree relatives were found and had biopsies. All four had normal small bowel villous architecture, one had an increased intraepithelial cell count, and another was positive for reticulin and endomysium antibodies. Coeliac disease may exist latent in patients having normal mucosa when eating a normal diet containing gluten.
Polanco, J Larrauri. Abstract presented at the International Coeliac symposium, St Bartholomew's Hospital, London, 4-6 September, 1988) and late appearing concordancy in monozygotic twins,2 3 indicating that coeliac disease may exist latent in patients having normal mucosa when eating a normal diet. There are few such patients described in the literature."
We now report four patients in whom the first biopsy specimen ruled out coeliac disease but who were later found to have the disease. The patients were HLA typed and family members were also studied in greater detail.
Methods
Information on symptoms and signs compatible with coeliac disease was obtained by parental and patient recall and also by reviewing the hospital medical records.
Routine small bowel biopsy was performed with a paediatric or adult Watson capsule and the specimens were studied under light microscopy.
Serum IgA and IgG class gliadin7 and reticulin8 as well as IgA class endomysium9 antibodies were studied as earlier described.
Serological HLA typing of the patients and also of the family members for A, B, C, and DR locus antigens was performed10 and DR typing confirmed by restriction fragment length polymorphism from DNA samples using Taq I restriction enzyme and DR f6 probe from the X International Histocompatibility Workshop.1
Results

CASE REPORTS
Case I This girl was referred to the hospital at 0-9 years of age on account of poor weight gain. She had 
Gliadin antibodies$ IgA could be a trigger needed in latent cases to start the immunological process in the small bowel mucosa leading to crypt hyperplastic villous atrophy typical for coeliac disease. This could also offer an explanation for the phenomenon of coeliac disease relapse over such a large range of time in patients on a normal diet containing gluten.' 24 25 A most important future goal is to identify latent coeliac disease and to confirm our results, that is to say, to show the development of mucosal atrophy at older ages. Early treatment of coeliac disease would thus be possible. This is important in many respects, but especially true in the light of the possible development of malignancies in patients with untreated coeliac disease.26 One line in identifying latent coeliac disease is to measure specific autoantibodies such as IgA class reticulin and endomysium antibodies.9 In our family study 9% of the first degree relatives of coeliac patients were found to have these antibodies together with villous atrophy.27 Another 3% were also positive for the antibodies but had at the same time normal mucosa, and these should be followed up.
Combiningt i the antibody tests with the use of genetic markers such as DQ typing with oligonucleotides, could pick out the risk groups to be followed. Another approach would be to identify specific markers in 'normal' small intestinal mucosa. It remains to be seen whether cells expressing, for example, gamma-delta receptors are specific for coeliac disease. 28 On the basis of the present study and the cases found in the literature it now seems that latent coeliac disease does exist. This finding will change our conceptions of this condition. Also the understanding of the heredity of coeiac disease must be re-evaluated.
